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WE CLAIM: 




1. \ /O^i^oeptide which is capable ^^^nding to one of FCEL or FCEH but which is 
subsWtial^Khicapable of binding to the/5ther of FCEL or FCEH. 



le polypeptide of claim 1 which comprises amino acid sequence which is 
substantially homologous to an Fc£3-Fce4 sequence. 



3. The pdJypeptide of claim 2 which comprises amino acid sequence greater than 
about 80% homologous with an Fc£3-Fcg4 sequence and which contains at least about 50 
residues. 



4. The polypeptioe of claim 1 which is an immunoglobulin. 
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5. The immunoglobulin of claim 4 which is capable of binding to FCEL but which is 
substantially incapable of bidding to FCEH. 



The immunoglobulin oV ciain^^-S^hich is an IgE analogue having a variant amino 



acid sequence within ^b^t residues to 



inclusive. 



7. The immunoglobulinssf cia^m 5 which is an IgE analogue having a variant amino 
acid sequence within about residues 446 to 453, inclusive. 



8. The immunoglobulin of claim 15 further comprising IgE residues about from 373- 
390 and wherein the variant amino acid Sequence is a deletion of one of residues 423-428. 



9. The immunoglobulin of claim 4 wmich further comprises a cytotoxic polypeptide, 
an enzyme, a diagnostic label, or an immunqglobulin variable domain capable of binding a 
predetermined antigen. 



10. The immunoglobulin of clain]^5 which \s an IgE analogue having a variant amino 
acid sequence within about residues 420-428, inclusive, and within about residues 446 to 
453, inclusive. 



1 1. The immunoglobulin of claim 10 which is capable of binding complement. 



12. The immunoglobuwn of claim 9 wherein the antigen is CDS or CDS. 



13. The immunoglobulin\of claim 9 wherein the antigen is a lymphoid cell surface 

antigen. 



14. An immunoglobulin o\ claim 9 which comprises an IgG, IgA, IgD or IgM 

sequence. 



15. A method for treating an\allergic disorder which comprises administering to a 
patient susceptible to an allergy a therapeutically effective amount of an FCEL or FCEH 
specific polypeptide, provided that the FCEH-specific polypeptide is incapable of 
crosslinking FCEH and inducing |bisMrJy^ 



16. A polypeptide capable off biding to FCEL and having a human IgE beta strand D 
sequence which is substantially incapable of binding to FCEH, said polypeptide containing 
no more than about 40 residues. 



17. The polypeptide of claim 16 having no more than about 30 residues. 



18. The polypeptide of cl aim 17 wherean a residue within the beta strand D domain has 
been deleted or substituted, or another residue inserted within the beta strand D domain. 



19. A polypeptide capable of binding to JJCEH, containing a beta strand D sequence of 
IgE, and having no more than 19 residues. 



20. The polypeptide of claim 1 which is capable of binding to FCEH but not FCEL and 
comprises IgE sequence selected from about resiuues 420 to about 442. 



21. The polypeptide of claim 19 which comprises the IgE amino acid sequence of 
residues K423-R428. 



22. 



The polypeptide of cjaini^l which comprises lass than about 20 residues and which 



is conformationally constrained. 
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23. The polypeptide of clairA 1 which binds FCEL with at least about 75% of the 
affinity of native IgE and binds FO^EH with no greater than about 10% of the affinity of 
native IgE. 



24. The immunoglobulin of cla^ 4 which comprises an IgE complementarity 
determining region. 



25. The immunoglobulin of claim 4 \\hich is capable of binding to FCEH but which is 
substantially incapable of binding to FCE] 



26. The immunoglobulin of claim 25 which is an IgE analogue having a variant amino 
acid sequence within about residues 373 to 390, inclusive or residues 446 to 453, inclusive. 



27. The immunoglobulin of claim 2,5 whiclUiVan IgE analogue having a variant amino 



acid sequence within about residues 38 




LCfusive or residues 446 to 453, inclusive. 



28. The immunoglobulin of claim 37 which :^rther comprises a FCEH-binding loop 
EF and beta strand D domain. 



29. The immunoglobulin of claim 24 which further comprises an immunoglobulin 
variable domain capable of binding a predetermineq antigen, an enzyme or a diagnostic 
label. 



30. The immunoglobulin of claim 29 wherein the antigen is CD8 or CD3. 



31. The immunoglobulin of claim 29 wherein the a\itigen is a lymphoid cell surface 
antigen. 



32. The immunoglobulin of claim 25 which comprises an IgG, IgA, IgD or IgM 

sequence. 
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The immunoglobulin of claim 25 which binds FCEH wi^ at least about 75% of the 



t 



affinity of native IgE, and biMs FCEL with no greater than about 10% of the efficiency of 
native IgE. \ 



34. A polypeptide capable of binding to FCEL and comprising a FCEL binding domain 
of the human loop AB-beta strand\B of IgE, said polypeptide having no more than about 
25 residues. 



35. The polypeptide of claim 34 which is human. 



36. The polypeptide of claim 34 havmg no more than about 10 residues. 



37. 



The polypeptide of claim 34 which\is not A358-T389 or R383-I388 



38. The polypeptide of claim 34 wherein\beta sband D is deleted. 



39. The polypeptide of claim 37liMdaerein\thE 
sequence I382-T389. 





ino acid sequence comprises the IgE 



40. An antibody which is capable of bindinguo FCEL-bound IgE but is substantially 
incapable of binding to FCEH-bound IgE, comprking a human Kabat CDR domain into 
which has been substituted an analogous residue f\om a Kabat CDR domain of MAEl 1 
MAE13, MAE15, MAE17. 



41. The antibody of cjaim 40 wherein the residu|p is from the MAEll, MAE 13 or 
MAE 15 Kabat VHl CDR domain. 



42. The antibody of claim 40 wherein the substituted amino acid sequence comprises 
from 1 to about 7 residues from a MAEl L MAE 13 or MAEl 5 Kabat CDR domain 



43. The antibody of claixD 40 wherein the substituted^ residue is from the MAEll, 
MAE 13 or MAE 15 Kabat VHl, VH2, VH3, VLl, VL2 and Vl3 domains. 



44. The antibody of claim _4 0 which comprises non-CD^ sequence from a Kabat 
human consensus antibody. 



45. The antibody of claim ^4 wherein the consensus antibody is Kabat subgroup III for 
heavy chain and kappa subgroup I for light chain. 



46. The antibody of cl aim 40\further comprising a residue substituted from a MAEl 1 
MAE13, MAE 15 or MAE 17 fra^^ework or VH-VL interface domain into the analogous 
residue of the human antibody. 



47. The antibody of claim 40 wherein the residue is from the heavy chain framework. 



48. The antibody of claim 47 whqrein the residue is VH78, VH60 or VH6L 



49. An antibody which is capable\of binding to FCEL-bound IgE but is substantially 



incapable of binding to FCEH-bound 



of humael Iver.l, 2, 3, 4, 5, 6, TX^^? 8, 8a 



omprising the heavy and light chain sequences 



50. The antibody of claim 48rwRich ia Humaellver.9. 





51. A bispecific antibody which is cipable of binding to FCEL-bound IgE but is 
substantially incapable of binding to FCEHAbound IgE. 



An antibody which is (a) monovalent for FCEL-bound IgE but is substantially 



incapable of binding to FCEH-bound IgE andVb) is capable of an immunoglobulin effector 
function and comprises an Fc domain containing at least two heavy chains. 



53. An antibody which is capable of binding^ to FCEL-bound IgE but is substantially 
incapable of binding to FCEH-bound IgE, comprising a human consensus heavy chain and 
light chain sequence. 



54. The antibody of c laim 5 2 wherein the consensus heavy chain is Kabat subgroup III 
and the consensus light chain is Kabat kappa subgroup\I 



55. An antibody which is capable of binding to FCEL-bound IgE but is substantially 
incapable of binding to FCEH-bound IgE, comprising a haman heavy chain and light chain 



sequence, and which has an IgEN^ffinity which is substantially the same as or greater than 
that of MAE 11 for IgE. 



56. The antibody of cl aim_5 4 ^Hpr]s[i^^e affinity for IgE is about .1 to 100 times 
greater than that of MAE 1 1 for IgE 



57. The antibody of r l^im S 4 wherein me human heavy chain or light chain sequence 
comprises a residue substituted from MAEl 1\MAE13 or MAE 15 . 



